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Date of Audit to CEDRA to CEDRA 

Phase or Inspection Project Director Management 
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Project Director 
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1.0 Method Summary 

Heparinized human plasma was analyzed for omeprazole according to CEDRA procedure 

ATM-60 1, effective December 4,200l. The method was validated for a range of 1 .OO to 

500 ng/mL based on the analysis of 0.100 mL of human plasma. Plasma containing omeprazole 

and the internal standard, lansoprazole, was extracted with an organic solvent m ixture. 

Following centrifugation, the upper organic layer was removed and evaporated before being 

reconstituted in mobile phase. An aliquot of the extract was injected onto a SCIEX API 3000 

LC-MS-MS equipped with an HPLC column. Peak areas of the m /z 344+194 product ion were 

measured against the m /z 368* I64 product ion of the internal standard. Quantitation was 

performed using a weighted (l/x’) linear least squares regression analysis generated from 

fortified plasma calibration standards prepared immediately prior to each run. 

2.0 Preparation of Solutions 

Stock solutions of omeprazole were dissolved in methanol, filled to volume with sodium 

carbonate solution (0.1 M), and stored at approximately 4 “C. Calibration standard intermediate 

solutions and calibration spiking solutions of omeprazole were prepared in methanol and sodium 

carbonate solution (1:4), and stored at approximately 4 “C. Calibration standards were prepared 
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to yield 1.00, 2.00, 5.00, 10.0, 50.0, 200, 450, and 500 ng/mL by fortifying 0.100 mL of 

heparinized human plasma with 10.0 pL of the appropriate spiking solution immediately prior to 

each analysis. 

Heparinized human plasma was fortified with the QC intermediate solution at the 

appropriate concentrations. The QC samples were stored at approximately -20 “C in 0.100 mL 

aliquots. High, medium, and low QC samples were prepared at 375, 175, and 3.00 ng/mL, 

respectively, of omeprazole. 

The lansoprazole internal standard working solution that expired on February 11,2002, 

was inadvertently used on February 13,2002. Data were accepted since the same amount of 

internal standard working solution was added to standards and QC samples, all of which were 

within acceptance criteria. The internal standard working solution was prepared to yield a 

con&ntration of approximately 1.00 pg/mL of lansoprazole. Each sample was fortified with 

10.0 pL of this solution. 

The following reference compounds and blank matrix were used during analysis. 

Omeprazole was purchased from USP (lot H, 100% purity, CEDRA logbook 770-70). 

Lansoprazole was purchased from Sigma Chemical Company (lot 04IK1743, CEDRA 

logbook 770-78). The heparinized human plasma used during analysis was purchased from 

Golden West Biologicals, Inc. 
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3.0 Assay Validation 

The assay procedure was validated according to CEDRA SOP PS-002, Revision 9, 

effective December 2 1,200 1. Calibration standards prepared at eight different omeprazole 

concentrations were assayed on three separate days, and the lower lim it of quantitation (LLOQ) 

was established at 1 .OO ng/mL. The results of these analyses are presented in Tables 1 through 4. 

3.1 Linearity 

The assay procedure was found to be linear over the range of 1 .OO to 500 ng/mL. The 

weighting of 1/x2 was selected based on power for weights calculations. Weighted linear least 

squares regression analyses gave a mean correlation coefficient of 0.9992 over the three 

validation days (Table 1). The mean value for the y-intercept was 0.00 16 and the mean value for 

the slope was 0.0096. 

3.2 Standard Curves 

Precision and accuracy were evaluated by treating the peak areas of the calibration 

standards as unknowns and entering them into the derived equation for the least squares 

regression line to obtain “amount found” values. Results from the standard curve data may be 

found in Table 2. The coefficient of variation (CV) ranged from 0.64% to 5.5%. The absolute 

deviation of the mean from the theoretical concentration ranged from 0.00% to 3.1%. 

3 
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3.3 Lower Limit of Quantitation Evaluation 

Precision and accuracy at the LLOQ were verified by analyzing at least two samples at 

the lowest standard concentration (1 .OO ng/mL) on each day of validation. The interday CV was 

11.9% and the interday absolute deviation of the mean from the theoretical concentration was 

4.7%. The intraday precision and accuracy at the LLOQ were verified by analyzing six samples 

at the lowest standard concentration during one day of validation. The intraday CV was 7.9% 

and the intraday absolute deviation was 13.3%. The results are shown in Tables 3 and 4. 

3.4 uality Control Samples 

At least three samples from each QC pool (high, medium, and low) were processed on 

each day of validation. The interday CV for the three QC pools ranged from 3.2% to 4.4%. The 

interday absolute deviation of the mean from theoretical concentration ranged from 7.1% to 

8.8%. On one day of validation, six samples from each QC pool were processed. The intraday 

CV ranged from 2.6% to 5.7%. The intraday absolute deviation ranged from 7.9% to 9.3%. 

Results of these analyses are shown in Tables 5 and 6. 

On one day of validation, very high QC samples were prepared at 2500 ng/mL and 

diluted 1: 10 prior to analysis. The CV was 2.9% and the absolute deviation of the mean from 

theoretical concentration was 5.7%. Results of this analysis are shown in Table 7. 

4 
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3.5 Short-Term Stability Studies 

Benchtop, freeze/thaw, and extract stability in heparinized human plasma were 

performed. Three replicates from each QC pool (375, 175. and 3.00 ng/mL) were thawed and 

placed on the benchtop at room temperature for approximately twenty-five hours prior to 

extraction. A different set of triplicate samples from each pool was taken through four 

freeze/thaw cycles and then analyzed. A third set of triplicate samples was extracted and 

injected; the extracts were then reinjected after approximately one hundred twenty-five hours at 

room temperature. 

At least two-thirds of the stability samples in each I were within rt1.5% of their 

theoretical concentrations. Based on these findings, it is concluded that omeprazole is stable 

under these test conditions. Results of these studies may be found In Tables 8 through 10. 

Reinjection stability was performed on February 13,2002, by reinjecting the BDMBM 

run in its entirety. The run was within acceptance criteria. 

3.6 Recovery 

Extraction recovery was determined by comparing peak areas of extracted standards 

against those of nonextracted standards at three concentrations spanning the calibration curve. 

5 
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The average recovery of omeprazoie ranged from 102% to 115%. The recovery of the internal 

standard (lansoprazole) was 99.7%. The results are given in Tables 11 and 12. 

3.7 Matrix Effect on Analytical Recovery 

Six different lots of heparinized human plasma were fortified to the level of standard D 

(10.0 ng/mL), and extracted to examine the effect of variations in matrix on analytical recovery. 

The amount recovered ranged from 101% to 110% for omeprazole. These results may be found 

in Table 13. Based on these results, analytical recovery was unaffected by variations in matrix. 

3.8 Specificity 

Six lots of blank heparinized human plasma were analyzed on January 2,2002, to identify 

any interferences at the retention times of omeprazole or the internal standard. No significant 

interferences were observed at either retention time. 

3.9 Over-the-Counter Drugs 

On February 27,2002, a solution of common over-the-counter drugs (acetaminophen, 

acetylsalicylic acid, brompheniramine, caffeine, chlorpheniramine, cimetidine, 

dextromethorphan, diphenhydramine, ibuprofen, ketoprofen, naproxen, phenylpropanolamine, 

pseudoephedrine, ranitidine, saiicylic acid, and triproiidine) was injected in triplicate directly 

6 
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onto the LC-MS-MS to determine whether interferences exist. No interferences were observed at 

the retention times of omeprazole or the internal standard. 

3.10 Extended Stability at -20 OC 

A measure of the extended stability ofomeprazole in heparinized human plasma at -20 “C 

was evaluated at concentrations of 375, 175, and 3.00 ngImL. Neparinized human plasma pools 

were fortified with the analyte on December 13, 2001, ahquotted, and stored at approximately 

-20 “C. Subsequent analysis of these samples on February 13, 2002, against a freshly prepared 

calibration curve, provided insight into the extended stabihty of the analyte. The eight-week 

extended stability for omeprazole in hepanmzed human pias is presented in Table 14. All the 

stability samples in each pool were within i IS?& of their theoretical concentrations. 

3.11 Discussion of Rejected Data 

The BDQLL run was rejected due to unacceptable contamination in blanks. The 

BDUBM2 run was rejected due to carry-over in the OTC- I sample. 

4.0 Archiving 

The data, report, and electronic media will be archived off-site for a m inimum of fifteen 

years according to CEDRA Standard Operating Procedures PS-0 16 and PS-077. 

7 
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5.0 Appendices 

Appendix A contains the raw data worksheets. Appendix 3 contains example 

chromatograms from the analysis of validation samples. Appendix C contains an example 

standard curve plot. Appendix D contains the list of contributors. 

8 
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Table 1 
Standard Curve Parameters 

for Omeprazole in Heparinized Human Plasma 
Masterf’i’ie No.: 1 l-3SO-V2 

Date Folder ID Intercept Slope 
Correlation 
Coefficient 

12/28/2001 BDILL 0.0008 0.0092 0.9988 
01102/2002 BDBAM 0.0020 0.0094 0.9994 
01/03/2002 BDCAM 0.002 I 0.0109 0.9994 

n 3 3 3 

Mean 0.0016 0.0096 0.9992 

Note: Calculations performed with machine precision of Microsoft Excel 97. 

9 
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Standard Curve Data: 
Precision and Accuracy 

for Omeprazole in Heparinized Human Plasma 
Masterfile No.: H-350-V2 

~_~~~~ 

Date Folder ID Amount Found (ngimL) 

12/28/2001 BD8LL 0.981 2.08 4.95 10.1 50.2 184 480 493 
01/02/2002 BDBAM 1.03 I .87 5.11 10.1 50.8 202 448 492 
01/03/2002 BDCAM 1 .oo 2.03 4.87 9.38 50.3 200 464 515 

n 3 3 3 3 3 3 3 3 

Amount 
Added (ng/mL) 1.00 2.00 5.00 10.0 50.0 200 450 500 

Mean (ng/mL) 1 .oo 1.99 4.98 9.86 50.4 195 464 500 

SD (n-l) 0.02 0.11 0.12 0.42 0.3 9.9 16 13 

cv (“xl) 2.5 5.5 2.5 4.2 0.64 5.1 3.4 2.6 

Absolute 
Deviation (%) 0.37 0.33 0.47 1.4 0.87 2.3 3.1 0.00 

Note: Calculations performed with machine precision of Microsoft Excel 97. 

10 
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Table 3 
Lower Limit of Quantitation Data: 
Interday Precision and Accuracy 

for Qmeprazole in Heparinized Human Plasma 
Masterfile No.: l l-350-V2 

Date Folder ID 
Amount Found 

(n&-U 

12/28/2001 BDSLL 1.05 
1.03 
1.28 
1.13 
1.17 
1.14 

01/02/2002 BDBAM 0.900 
0.894 

01/03/2002 BDCAM 0.895 
1.02 
1.01 

n 11 

Anlount 
Added (ng/mL) 1 .oo 

Mean (ng/mL) 1.05 

SD (n-l) 0.12 

cv (%) 11.9 

Absolute 
Deviation (%) 4.7 

Note: Calculations performed with machine precision of 
Microsoft Excel 97. 

11 
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Table 4 
Lower Limit of Quantitation Data: 
Intraday Precision and Accuracy 

for Omeprazole in Heparinized Human Plasma 
Masterfile No.: 113!50-V2 

Date Folder [D 
Amoum Found 

(ngirnl.4 

12/28/2001 BD8LL I .05 
I .03 
1.28 
1.13 
1.17 
1.14 

n 4 

Alll0Unt 

Added (ng/mL) I.00 

Mean (ng/mL) 1.13 

SD (n-l) 0.09 

cv (%) 7.9 

Absolute 
Deviation (%) 13.3 

Note: Calculations performed with machine prctc~on of 
Microsoft Excel 97. 

12 
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Quality Control Data: 
Interday Precision and Accuracy 

for Omeprazole in Heparinized Human Plasma 
Masterfile No.: 11-350-W 

Date Folder ID Amount Found (ng/mL) 

12/28/200 1 BDBLL 346 164 2.85 
332 157 2.65 
330 155 2.97 
349 165 2.57 
352 164 2.63 
331 162 2.66 

01/02/2002 BDBAM 348 169 2.76 
361 160 2.71 
3.52 174 2.72 

01/0312002 BDCAM 327 158 2.85 
339 165 2.82 
335 157 2.90 

n 12 12 12 

Amount 
Added (ng/mL) 375 175 3.00 

Mean (ng\mL) 342 163 2.76 

SD (n-l) II 6 0.12 

c‘v (%) 3’ 34 4.4 

Absolute 
Deviation (%) 8.8 7.1 8.1 

Note: Calculations performed with machine precision of Microsoft Excel 97. 

13 
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Quality Control Data: 
lntraday Precision and Accuracy 

for Omeprazole in Heparlnlzed Human Plasma 
MasterRle No.: 1 I -3SO-V2 

Date Folder ID Amount Found (ng/mL) 

12/28/200 I BD8LL 346 lb4 2.85 
332 157 2.65 
330 i55 2.97 
1J9 165 2.57 
352 lb4 2.63 
331 lb2 2.66 

n 6 6 6 

Amount 
Added (ng/mL) 37s 175 3.00 

Mean (ngimL) .w 161 2.72 

SD(n-I) IO 4 0.15 

cv (%) 3.0 26 5.7 

Absolute 
Deviation (%) i/ : - .I 0 3 

Note: Calculations performed wetly I’~.,< ’ I*:~ :\.. ‘-1 + ‘.! j ’ ~~~1: f xcci ‘17. 

14 
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Table 7 
Dilution Quality Control Data: 

Precision and Accuracy 
for Omeprazole in Heparinized Human Plasma 

Masterfile No.: 11350-V2 

Date Folder ID 
Amount Found 

(n&W 

1212812001 BDSLL 2420 
2290 
2260 
2360 
2420 
2390 

n 6 

Amount 
Added (ng/mL) 2500 

(10X) 

Mean (ng/mL) 2360 

SD (n-l) IO 

cv (%) 2.9 

Absolute 
Deviation (%) 5.1 

Note: Calculations performed with machine precision of 
Microsoft Excel 97. 

15 
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Table 8 
25-Hour Benchtop Stability 

for Omeprazole in Heparinized Human Plasma 
Masterfile No.: 1 l-350-V2 

Date Folder ID 

Amount 
Added 

Ox@..) 

Stability 
Samples 
w&w 

%  Deviation 
from Amount Added 

0 1/03/2002 BDCAh’I 375 340 -9.3 
341 -9.1 
343 -8.5 

175 163 -6.9 
158 -9.7 
165 -5.7 

3.00 2.58 -14.0 
2.62 -12.7 
2.73 -9.0 

Note: Calculations performed with machine precision of Microsoft Excel 97. 

16 
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Table 9 
4-Cycle Freeze/Thaw Stability 

for Omeprazole in Heparinized Human Plasma 
Masterfile No.: 11-350-W 

Date Folder ID 

Amount 
Added 

(4W-J 

Stability 
Samples 
(wW-4 

%  Deviation 
from Amount Added 

01/0u2002 BDBAM 375 363 -3.2 
361 -3.7 
346 -7.7 

175 168 -4.0 
167 -4.6 
173 -1.1 

3.00 2.81 -6.3 
2.62 -12.7 
2.76 -8.0 

Note: Calculations performed with machme precision of Microsoft Excel 97. 

17 
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Table IO 
125-Hour Extract Stability 

for Omeprazole in Heparinized Human Plasma 
Masterfile No.: 11-35042 

Folder ID 

Amount Stability 
Added Samples 

WmL) (w&L) 
%  Deviation 

from Amount Added 

BDBAM 375 329 -12.3 
342 -8.8 
333 -11.2 

175 166 -5.1 
164 -6.3 
162 -7.4 

3.00 2.89 -3.7 
2.50 -16.7 
2.95 -1.7 

Note: Calculations performed with machine precision of Microsoft Excel 97. 

18 
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Recovery of Omeprazole 
from Heparinized Human Plasma 

Master-file No.: 1 l-354V2 

Date 

PeakArea 
I .OO ng/mL 10.0 ngiml 500 ng/mL 

Foider ID Extracted Non-Extracted Extracted Non-Extnmed Extracted Non-Extracted 

01/03/2002 BDCAM 1513 1208 1241 I 12238 676043 668659 
1601 1389 I3084 12492 705646 615620 
1408 1342 12746 12898 683707 745878 

n 3 3 3 3 3 3 
MeZUl 1507 1313 12747 12543 688465 676719 

%  Recovery 11.5 102 102 

Note: Calculations performed with machine precision of MmowR Excel 9: 

19 
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Table 12 
Recovery of Internal Standard (Lansoprazole) 

from Heparinized Human Plasma 
Masterfile No.: 1135Q-V2 

Peak Area 

Internal Standard 

Date Folder ID Extracted Non-Extracted 

0 I /03/2002 BDCAM 124256 115982 
120472 124280 
130119 137450 
128286 122737 
130118 129412 
123098 130838 
130085 138851 
135769 142983 
133483 117184 

n 9 9 
Mean 128410 128857 

%  Recovery 

Note: Calculations performed with machine precision of Microsof? Excel 97. 

20 
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Table 13 
Matrix Effect on Analytical Recovery* 

for Omeprazole in Heparinized Human Plasma 
Masterfile No.: I l-35042 

Date 
Amount Plasma Amount Analytical 

Folder ID Added (ng/mL) Log Number Found (ng/mL) Recovery (%) 

01/02/2002 BDBAM 10.0 783-011 10.7 107 
783-5 I A 11.0 110 
783.5lM 10.2 102 
783-47E 10.3 103 
783476 IO.1 101 
78M7D 10.5 105 

+ Matrix effect samples prepared by fonifymg difTcrnt blank plasma with Standard D spiking 
solution and working internal standard. The sarnph wwe then cxnrctd per ATM-60 1. 

Note: Calculations performed with machme praswm of’ Mmoloh f-.xd97 

21 
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Table 14 
(J-Week Extended Stability 

for Omeprazole in Heparinized Human Plasma 
Masterfiie No.: 1 l-350-V2 

Date Folder ID 

Amount 
Added 

(w$m-L) 

Stability 
Samples+ 
We) 

%  Deviation 
from Amount Added 

02/13/2002 BDMBM 375 366 -2.4 
378 0.80 
360 -4.0 

17s 166 -5.1 
172 -1.7 
175 0.00 

3.00 2.89 -3.7 
2.91 -3.0 
3.07 2.3 

+ Stability samples were prepared on 12/13/200 1 and stored at -20 “C. The QCs were 
quantitated against a standard curve prepared on 0211312002. 

Note: Calculations performed with machine precision of Microso& Excel 97. 

22 
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Printed 01/0312002 by \ Rham~ BDSLL 
Datz: 12/28i2001 
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Page 1 

StdA l.QcJ 597 60873 O.W!?81 -1 9 
StdB 2.00 1201 60243 0.01994 4.1 
stdc s.Qo 2559 55316 0.01626 -1.1 
StdD 10.0 5243 55959 0.09369 1.1 
StdE 50.0 2x42 59340 0.46245 0.45 
SidF a30 100970 59533 1 a603 -7.8 
StdG 450 232507 52107 4.41131 6.6 
StdH SC0 254333 56143 4.53009 -1.4 

0.981 0.0098 
2.08 0.0100 
4.95 0.0093 
10.1 0.0094 
50.2 0.0092 
184 OoDeS 
480 OS%98 
493 O.OWl 

DATE 

Qc REvlRw #2 

DATE 

PROJECT DXRECTGR REVIEW 

SIGNATURE e&f-=-. 

DATE 

A-l 
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CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Fiknamc BDBLL 
Date iU2SJ2OOl 

QC VERY HIGH 1 2500 
QC VERY HIGH 2 2504 
Qc VERY HIGH 3 2500 
QC VERY HIGH 4 2500 
QC VERY HIGH 5 2500 
QC VERY HIGH 6 2500 
QC HIGH I 315 
QC HIGH 2 37.5 
QC HIGH 3 375 
QCHIGH4 37s 
QC HIGH 5 375 
QC HIGH 6 375 
QCMFDI  17s 
QCMED2 175 
QC M E D  3 175 
QCMED4 175 
QCMBD5 175 
QC M E D  6 175 
QCLOW I 3.00 
QC LOW 2 3.00 
QCLOW3 3.00 
QCLOW4 3.w 
QCLOWS 3.M) 
QCLOWL 3.00 

0.0100 
0.0100 
0.0100 
0.0100 
0.0100 
0.0100 

120578 54288 2.22108 242 -3 4 2420 
122865 58229 2. I Ice3 229 -8.2 2290 
123546 59416 2.07934 226 -9.5 2260 
115953 53510 2.16694 236 -5.7 2360 
130205 58573 2.22295 242 -3.3 2420 
126767 57609 2.20047 239 -4.3 2390 
168585 53006 3. La049 346 -7.8 
174997 s73w 3.04926 332 -11.6 
168944 55709 3 03262 330 -120 
178695 55727 3.2&w 349 -7.0 
184966 57107 3.23894 352 -6.1 
177461 58377 3.03991 331 -11.8 
as97 I 56970 1 SO906 164 -6.2 
14237 51393 1.44450 157 -10.2 
80070 56151 1.42598 15s -11.4 
88367 58341 l.Sl464 165 -5.9 
81649 54083 1.50970 164 -6 2 
84915 57084 I.48754 162 -7.6 

IS30 56680 0 02699 2.85 -5.0 
1487 59069 0.02517 2.65 -11.6 
IS19 54141 0.026&i 2.97 -1.1 
1412 57828 0.02442 2.57 -14.3 
1400 55964 0.02502 2.63 -12.2 
1541 60978 0.02527 2.66 -11.3 

A-2 
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Printed OVO3i2OO2 by -. f%z&w 
QAnvirw by-+$&- 

CEDFtA DCN l l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 3 

Omepnzole in Human Plasma 
Iotemal .s- Lansaprmlc 
parent -> Product lms. 344.>I!x 
Mar&file No.: I I-350-V2 
Cliint Study Number: 

b&tercEpt: 0 Cc!08 
SLopc: o.co92 
c?lmdanon c&f.: O.S988 
wa&bted (i/x*x) 

- 

spmpk VOI Am Ata umlo clmc N- 

ID StatUS OnI-) A-w &tsal A&J@. Rmlld eooc 
h!M @W-U ww 

- -1- 
Blank-Blank I 0 0 NA NA 
Blank Blank 2 0 0 NA NA 
Bhk IS 0 UllJI NM <lo0 
LLoQl 453 43uul O.Olc42 1 .os 
LLoQ2 611 59561 001026 1.03 
w3 726 57%‘) 0012s2 1.28 
LLoQ4 616 w238 001122 1.13 
LLoa5 w7 86242 OOllY 1.17 
Ll.oQ6 849 75112 001130 1.14 
OTC-1 0 0 NA NA 
OTC_2 0 0 NA NA 
OTC-3 0 0 NA NA 
~- __._ __ .-_.. ..---__- 

A-3 
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Ftinted 01/07/2002 by Ftlename: BDBAM 
Date Ol/Oz2O92 

CEDRA DCN 11-657-U 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 1 

Otttcprdzole in Human Plauw 
lltterml staadard: Lans0ptawk 
fkreat -5 Product Ions: 344~>I94 
Mastmfilc No.: I I-350-VZ 
Client Study Number: 

Inlacept: 0.0020 
SlOpc: 0.0094 
comlation cmff.: 0.9994 
Wei@tal (I/x*x) 

SW 
ID 

SMUS Thsot 
COW2 

WmL) 

AltX 
Analyte 

StdA 
stdll 
StdC 
StdD 
StcB 
StdF 
StdG 
Sultl 

-_-.__ -- 

Q=W 
cntulvl 
SnmplcS 

__... -. _- 

QC HIGH I 
QC HIGH 2 
QC HIGH 3 
QCMED I 
QCMEDZ 
QC MED 3 
QCLGWl 
QCLOWZ 
QCLOW3 

1.00 
200 
5.00 
to.0 
50.0 
204 
450 
500 

-_ _ __. 

Them 
StatUS cone 

WmlJ 

375 
375 
375 
175 
17s 
175 

306 
300 
3.60 

689 59145 
II19 57295 
302 I 60516 
5805 6w32 
29060 60775 
121122 63839 
249872 59395 
259983 56278 

Sample Area 
Volume At&@ 

(mu 
---- _-_ ^. 

264537 
208265 
223103 
95064 
985c9 
102478 

1657 
1786 
1732 

TECHNICAL REVIEW 

SIGNATURE 4?%t?dAdLa 

DATE 

0.01165 2.1 1.03 0.0116 
0.019s3 -6.6 1.87 0.0098 
0.04992 2.2 5.11 0.0100 
0.69675 1.0 10.1 0.0097 
0.47816 I.5 SO.8 O.OC96 
I .89730 1.0 202 0.0095 
4.20695 4.36 448 0.6093 
461%2 -1.5 492 00092 
-_.-- __.___ -.-_ ---_.---..-.--.. .----- 

An% Ratio COWL PptCCtlt Nrxtmdiid 
Int SRI Aoalytd Fwnd Dcviaucm COflC 

In1 std olp/mL) fn%mL) 
.-- -.- 

62650 3.26476 348 -7.2 
61535 3.3S450 361 -3.8 
67531 3.30371 352 -6.1 
6cmo 1.58440 169 -3.6 
65470 1.50451 160 -8.4 
62780 1.63234 174 -0.66 
59400 0.027% 2.76 -8.0 
65065 0.02745 2.71 -9.6 
62843 0.02756 2.72 -9 2 
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CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Primed OliW2W2 by 

liptanolslsndud: Lansqmwk bxmqlc o.Ou20 

Parent -> Roduct lcm: 344->194 S&4?: 0.0094 
Mas~crflk No.: 1 I-350-V2 cmrrktlm co&-.: 0.9994 

Client Swiy Number: w4igbtcd WX%) 

Spmpk 
m 

SpcJJ783-10 
Spe~-2-(783-SIA) 
Spec~3~(783-SIM) 
Spcc_4_(7067E) 
SpcsJ783-67G) 
SpccL(783-67D) 
Blank Blank 
maok IS 

LraQl 

Spee-DIJ783-11) 
Spec-D2.X783-SIA) 
Spcc-D3J783-SlM) 
SpcLD4J783-67E) 
Spec-D5J783-670 
specJ6-(78367D) 

QC WWLXTS 
Qc UJWJrn 
Qc Low-3-m 
QC MEDJ-XTS 
QC MED-2-XTS 
QC MED-3J’TS 
QC HIGHJJTS 
QC HIGH-Zm.XTS 
QC HIGH-3~XTS 
Q2 ww-1-m 
Qc Low-L= 
Qc ww-u=n 
QC M8DLFl-S 
QC MED-2Jl’S 
Qc M8D-Lns 
QC HIGHLFTS 
QC HlGH3JTS 
QC HIGH-3-m 

NA NA 
NA NA 
Nh NA 
NA NA 
NA NA 
NA NA 
NA NA 
NM < 1.00 

001016 0.900 
(IO1040 0.894 
0m2zo 10.7 
010487 11.0 
OmKn 10.2 
OODUJ 10.3 
tam 10.1 
Olau7 10.5 
0Qmo 2.89 
amJs1 2.50 
Qonss 2.95 
I.%131 166 
l34am 164 
Is375 162 
faw12 329 
Sam2 342 
3 IMOS 333 
002l3.6 2.81 
aonm 2.62 
Qazw4 276 
I nM4 I68 
I.56363 167 
IMU 173 
3al5w 363 
138457 361 
3.2sl47 346 

A-5 
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Aiatcd DI/O7/2lW2 by w!@..w Frlcname: BDCAM 
mt: ovo3non2 

CEDRA DCN 1 I-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Otnepnuole tn Human Plasma 
Incernai stnndafd’ Lansaplaz.nle 
PaRnt -> F-roduct Ions: 344.>I94 
MsterfXe Na, I I-35ChVZ 
Clienl Study Number 

htaccpC 0.0021 
slope 0.0101 
comlalic4l coeff.: 0.9994 
Weighted (I/x%) 

standard 
ID 

StatUS Alw 
Analytc 

WA I 100 1513 124256 0.01218 0.25 1.00 00122 
SidA2 D9 loo 1601 120472 0.01329 11.3 1.11 0.0133 
StdA3 D9 loo 1408 130119 0.01082 -13.2 0.868 O.OlOB 
Std 8 200 2671 I m.51 0.02259 1.7 2.03 0.0113 
Std C  500 6695 130876 0.05116 -2.7 4.87 0.0102 
SldDl IO.0 12411 IZSZB(, 0.09674 -6.2 938 0.0097 
SldDt w  10.0 13084 I30118 0. la055 -2.4 9.16 O.OlOl 
SldD3 w  10.0 12746 123098 0.10354 0.59 10.1 0.0104 
SldE 50.0 68800 134951 0.50981 0.65 so.3 0.0102 
St&IF 200 26701 I 132079 2.021M) 0.08 2lm 0.0101 
StdG 450 660509 141012 4.68406 3.1 464 0.0104 
Std H  I 500 676043 130085 5.19693 3.0 515 0.0104 
StdH2 D9 500 705646 135769 5.19740 3.0 515 0.0104 
StdH3 D9 500 683707 133483 2.12205 15 507 0.0102 
I39 No( tnckkd I” cdculmx~~; wed for rtcwery wly. 

QC  HIGH f 37s 
QC  HIGH 2 375 
QC  HlGH 3 375 
QC  MED I 175 
QC  MED 2 17s 
QCMED3 175 
QCLOW I 3.00 
QCLOWZ 3.00 
QC  LOW 3 300 

470299 142615 3.29768 327 -12.9 
457972 133952 3.41893 339 -9.7 
487594 144354 3.37771 335 -10.8 
210382 I32097 I S9263 158 -9.9 
237109 142614 1.66189 165 -6.0 
228879 144428 1 s&173 157 -10.4 

4270 I38752 0.03077 2.85 -5. I 
4064 133074 0.03054 2.at -5.9 
4447 142130 0 03129 2.90 -3.4 

--____-_- --____ 
QC REVIRW Xl 

PROJECT DIRECTOR RRVIEW 

SIGNATURE 4 L. 

DATE I irJ 1c% 
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CEDRA DCN 1 I-6.57-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Pmted 0 1mYt WC2 
QA reww by 

Omcpsazale in Humau Plasma 
Intomel smdprd: Laimpmle 
Parent -> ?mduct Ions: 344-z-194 
Mastutile No : I I -3%V2 
Client Study Number: 

lrderccpt: O.OQZl 
stope: 0.0101 
carelation c&f.: 0.9994 
Weighttd (l/x*x) 

Blank Blank I 
Bhnk Btank 2 
BhllklS 

LI-QQJ 
LtoQz 
LLOQ-3 
StdAIREC 
Std A  2 REC 
StdA3REC 
StdDlREC 
Std D  2 REC 
StdD3REC 
StdHtRBC 
StdH 2RBC 
StdH3REC 
QCLOWlBTS 
QCLOWZBTS 
QC LOW 3 BTS 
QC MED 1 BTS 
QCMED2BTS 
QC MED 3 BTS 
QC HIGH 1 BTS 
QC HIGH 2 BTS 
QC HIGH 3 BTS 
.____ -- ..__ -- __ -- ---.. __--- 

0 
0 

110 
1313 
1568 
1469 
1208 
1389 
1342 

122% 
I2492 
I2898 

6686!t9 
615620 
7458711 

3598 
36Ei5 
4065 

186870 
223759 
219403 
424170 
4834QI 
dS5229 

..-_ --- 

0 NA  NA 
0 NA NA 

108297 0.00102 < 1.00 
118461 0.01 I08 0.895 
127432 0.01230 I a2 
I20292 0.01221 1.01 
115982 0.01042 0.828 
124280 0.01118 0.903 
137450 0.09976 0.764 
122737 0.09971 9.68 
129412 0.09653 9.36 
130838 0.09858 9.57 
138851 4.81566 477 
142983 4.39555 421 
117184 6.36502 631 
128216 0.02306 2.58 
129136 0.02854 2.62 
137466 0.02957 2.73 
113142 1.65164 163 
I39954 1.59880 158 
131994 1.66222 165 
123647 3.43049 340 
140552 3.43930 341 
131548 3.46055 343 

A-7 

Page 288 of 883 



rnnti 02/1s/2002by 1% Wlenanw BDMBM 
Dare. OY I3/2002 

CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Gmepmzok m Human Plasma 
ltdmlal stnndard: Laasoprazolc 
pnnttt -> mJdttct Ions: 344~>I94 
Mattile No.: I I-350-V2 
Cbm Study Number 

ktcrccpc: -0.cuH3 
Slcqsc. 0.0121 
cc.rt&lim co&: 0.9991 
Weighted (I/x*x) 

Staadwd 
ID 

StdA 
SldB 
stdc 
StdD 
StdE 
St&IF 
StdG 
StdH 

Quality 
CWaOl 
Samples 

1.w 
2.00 
5.00 
10.0 
500 
200 
450 
500 

. _.__. --_ . 

Tbmr 
SlatUS COW 

ww 

2979 246582 O.Ol208 2.5 1.02 0.0121 
5008 222347 0.02252 -5.5 1.89 0.0113 
12524 205684 0.06089 14 5.07 0012.7 
23809 198371 0 12002 -0.31 997 0.0120 
120326 198117 0 60735 070 50.3 00121 
4501% 197888 2.27500 -5 7 189 0.0114 
954722 I70443 5 WI42 31 4&l 00124 
lo46943 167150 6 26349 38 519 0.0125 

Sample Area 
VOlUllX Analyte 

(mL) 

Rat10 

QC HIGH 1 375 676 130 153089 4.41658 366 -2.4 
QC HIGH 2 375 703818 154224 4.56361 378 0.84 
QC HIGH 3 375 715108 164777 4.33985 360 -41 
w-1 175 324164 161570 2.00634 166 -5 0 
QCMED2 175 3S2222 169565 2.07721 172 -1.6 
Qcl+fw3 175 342010 162119 2.10962 175 -0.10 
QCLGWI 3.00 5185 167418 0 034.55 2 89 -3 a 
QC LOW 2 3.00 5.577 160173 0 03482 291 -3.0 
QCLOWJ 3.00 5664 154132 0.0367s 3.07 23 

QCREVl!ZW#Z - PROJECT DIRECTOR REVIEW 

SIGNATlJR S,Gi.,A’,‘URE &A d’& 

DATE DATE 
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F’rimd 02/15/2002 by f&’ 

QA review by 

Rlcname. BDMBM 
Date 02/I 312002 

CEDRA DCN l l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Omepmmlc in Human Plasma 
lnlunal standprd: Lanroprarole 
Parent -> Prcduct tciw 344.>I94 
Mastile No.: 1 l-35OV2 
CIieut Study Number 

1ntCsept -0.ooo3 
Slope 0.0121 
Conelation muff.. 0.‘9991 
Weighted (l/x*x) 

Page 2 

Etbmk.Blattk I 0 0 NA NA 
Blank Blank 2 0 0 NA NA 
Blank IS 0 268759 NM < 1.00 

A-9 
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hlenamc BDMBMRS 
Dale 02/I 3i202 

CEDRA DCN 1  l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Omcpramle in Human Plasma 
InNma SNadard: L.an.sopra7.oie 
parent -> PvJduct loos: 344-,194 
Ma.stcrBlc No.: I I-35OV2 

Client Study Number: 

Page I 

StdA 
WB 
W C  
StdD 
StdE 
StdF 
Std G  
StdH 

_...__ - 

---.. -- 

QC HIGH 1 
QC HIGH 2 
QC HIGH 3 
QCMED I 
QCMEDZ 
PC-3 
QCLOWI 
QcLQw2 
QcMW3 

1.00 
2.00 
5.00 
100 
500 
200 
450 
SW 

TIleor 
SNNS COOC 

b@nL) 

37s 
375 
375 
175 
175 
175 
3.cul 
300 
300 

2574 198391 0.01297 
4598 191026 0024U7 
11943 193808 0.06162 
2slO3 210401 0 11931 
122oSl 188852 0 64628 
52640 I 218630 240773 
1120500 193890 57wM 
1424345 216108 639IX9 

Sample Area 
volume Aoalyle 

(mL) 

Am 

int s&l 

_- _-. .- 
896041 19w49 
9ca47 191788 
821940 1185173 
402834 193376 
445378 214591 
409597 19w76 

7677 am29 
7116 1930% 
7293 lw249 

28 
-4.2 
-16 
-47 
33 
.I1 
27 
s4 

-_ 

103 0.0130 
I 92 O.Ol?O 
492 0.0123 
933 0.01 I9 
517 0 0129 
193 0 0120 
462 0.0128 
m  0.0152 

---_... 

cr%a Pacall Nomulized 
hxmd DeVutlon COW 

, I (og/mL) 
^. _-_ _---_-.__- 

376 022 
ml -1.3 
155 -s 4 
147 4.8 
166 4.2 
1x2 -2.0 

297 -0.88 
204 -2.1 
3i% ZO 

DATB z~rs/&2- DATE 

QC REVIEW #2 PROJECT DIREClQR REV&W 

SIGNATURE ti-w ch-fb- SIGNATURE a d - 

DATE 2-w-Q.L DATE 
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Plimedw18i2w2 
QA review by 

Filename: BDMBMRS 
Date: 02/13/2002 

CEDRA DCN 1  l-657-Tl 

Mylan Pharmaceuticals Inc. PRL0367 

Fage 2 

Omeprazole m  Human Plasrm 
lntnaal standard Lanscprazcde i lN%ept o.ca3t 
PamI -> RodUCl Ions. 3440194 SIOPC 0.0125 
Mcwerfde No.: I I -350.V2 CoIrclallon coeff.: o.w9+l 
Chnt Study Numtw wclghtcd (I/X%) 
- -.---.-_--.--__.. ..-___-- - _... - -^._ _---_ -- -- 

S~Ple VOI A%? Am Ratio COIIC NlXllUlizcd 
ID Status w.) Aaalyie In1 std Analytel Fwnd Cone 

hl std oltw-) W&  

Blank-Bhk I 0 0 NA NA 
Blank Blaok 2 292 0 NA NA 
Blaok IS 0 15xX46 NM < Lou 

A-11 
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~nnti 03/05/2002 by MC5 Flhym BD7BM 
oae 02n7l2002 

CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page I 

Cmcprstole in Human Plasma 
htemd Standard: Lansoprazok 
Pmt -> Produn hi: 344-w4 
Mrstnfik No 11.350-V2 
Client Study Number: 

limcept. 0.%015 
Slope. 0.0110 
con-cktion cc&: 0.9993 
weigbtcd (I/+x) 

Std A 
Std B 
StdC 
Std D  
StdE 
StdF 
StdG 
StdH 
Dl 

1 .oo 633 
2OQ 1132 

DI 5.00 2uM 
10.0 5890 
50.0 26707 

Dl 200 115933 
450 273649 
500 415222 

Standard not included in cakukticms. wdra 

5ola6 OOIZO 1.1 1.01 0.01X 
es37 002m “3 %  a.94 0.0114 
UC?5 QMUU -19% 6.05 o.w2 
$1267 Q\W% 2.0 10.3 0.0114 
669w a%&49 31 51.6 0.0114 
6Qa51 aooalI 31 a a62 0.0144 
ss%w 6ww2 051 452 0.0110 
Wul 5 23424 49 416 0 OIGS 

Quality 
COOtKd 
SampkS 

Qc HIGH 1 OR 
QC HIGH 2 
QCHlGH3 
QCMEDl  
QCMEDZ OR 
QCMED3 
QCLOWI 
QCLOW2 
QCLOW3 

OR QC Out otRange 

375 264614 
375 23992 
375 237414 
175 127465 
17s IIvw4 
175 m m  

3.0% 1905 
3.00 2013 
3.00 2ffl 

33ws2 XB -17 6 
3 354 -5 6 
swm 366 -3.0 
I omt I74 0.32 
am379 219 249 
1 178 1.6 
Q  2.51 -14.3 
0 277 -7 6 
Ofl3Pf aw -6.9 

DATE 3 f az-- DATE 
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Filmsune. BD7SM 
Date: 02n7/2002 

CEDRA DCN 11-657-T 1 

Mylan Pharmaceuticals Inc. PRIL-0367 

Omepmle IO Human Plasma 
Internal Standard: Lmoprslolc 
permt 3 PmJust Ions: 344-z-194 

Msteztilc No.: 113.50-V2 
Client Study Number: 

IntOMpt: 0.co15 
SlOpC 0.0110 
com1ntion cd-f.: 0.9993 
weighted (l/x’x) 

SWUS 

Blank-Blank I 0 0 NA NA 
Blank Blank 2 0 0 NA NA 
Blank IS 0 4S441 NM -z 1.00 
OTC1 0 0 NA NA 
cm2 0 0 NA NA 
OTC3 0 0 NA NA 

A-13 
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CEDRA DCN 11-657-T 1 

Mylan Pharmaceuticals Inc. PRIL-0367 

EN: 11350-V2 

Appendix B 

Example Chromatograms from the Analysis 

of Validation Samples 

Page 295 of 883 



MacQuan, version 1.6 
Printed: Wed, Jan 2, 2002 08:31 
Calibration File: 808LL Calibration Path: Snoopy:Desktop Folder:AA PROJECTS:WBII:  
Comments: No Comments 

ClEDRA DCN 11-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 11 of 47 

BDBLLlOfl 
Std A 

Std A Fri, Dee 28, 2001 17:53 

2:29 tn 1 p43riod 
Omeprazole 
Internal Standard: IS. 
Use Area 
Absolute Retention Time 
1: 2:29 MRM, 119 scans 
344.2~~194.0 
Noise Thres. 3.0 
&ant Thres. 0.8 
Mtn. Width 9 
Mult. Width 2 
Base. Width 20 
RT Win. (sew.) 5 
Smooth 2 
Expected RT 136 
Area 597 
Height 92 
Start Time 1:12 
End Ttme 1:31 
integration Width 0:18 9 
Retention Time 1:19 
Integration Type A-ES 

tntensrty: 300 cps 

EtDILLlOll 
Std A 

Std A Frt, Dee 28, 2001 17:53 

2:29 in 1 period 
IS. 
use as Internal Standard 

1: 2:29 MRM, 119 scans 
368.1->164.0 
Noise Thres. 10.0 
Quant Thres. 1.5 
Min. With 6 
Mult. Width 2 
Base. Width 17 
AT Win. (sets) 2 0 
Smooth 
Expected RT t59.2 
Area 60873 
Height 10886 
Start Time 0:54.2 
End Time 1:16 
integration Width 0:21.4 
Retention Time 0:59.2 
Integration Type A-BB 

intensity. 10909 cps 

B-l 
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MacQuan. version 1.6 
Printed: Wed, Jan 2, 2002 08:3t 
Calibration File: BDBLL Calrbration Path: Snoopy:Desklop Folder:AA PROJECTSbd8II:  
Comments: No Comments 

CEDRA DCN 1 I-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 15 Of 47 

BD8LLlOlS 
Sld E 

Std E Fri, Dee 28. 2001 t8:04 

2:29 in 1 penod 
Omepratote 
Internal Standard: IS 
Use Area 
Absolute Retention Time 
1: 2:29 MRM, 119 scans 
344.2.>194.0 
Noise Thres. 3.0 
Chant Thres. 0.8 
Min. Width 
Mult. Width 2” 
Base. Width 20 
RT Win. (se@ 5 
Smooth 2 
Expected RT 1:18 
Area 27442 
Herght 4200 
Start Time 
End Time 
Integration Width 
Retention Trme 
integration Type 

1:12 
1:37 
0:25.2 
1:19 

A-BE 

intensity: 4207 cps 

BD8LL1015 
Std E 

Std E Fri, Dee 28, 2001 18:04 

2:29 rn 1 period 
IS 
use as Internal Standard intensity: 10828 cps 

1: 2:29 MAM, 119 scans 
368.1~,164.O 
Noise Thres. 10.0 
Quant Thres. 1.5 
Min. Width 6 
f&It. Width 2 
Base. Wtth 17 
RT Wm. (se@ 20 
Smooth 2 
Expected RT 0:59.2 
Area 59340 
Height 10816 
Start Time 052.9 
End Time 1:14 
Integration Width 0:21.4 
Aetention Time ozi9.2 
Integration Type A - BB 

B-2 
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MacQuan. version 1.6 
Printed. Wed, Jan 2, 2002 08:31 
Calibration File: BD8LL Cakbratton Path: SnoopyDesktop Folder:AA PROJECTS:bdBI 
Comments: No Comments 

CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 16 of 47 

BD8LL1018 
Std H 

Std H Fn. Dee 28, 2001 18:12 

2:29 in 1 per& 
Omeprazole 
fntemal Standard: IS. 
Use Area 
Absolute Retention Time 
1: 2:29 MRM. 119 scans 
344.2~194.0 
Noise Thres. 3.0 
Quant Thres. 0.8 
Min. Width 9 
Mult. Width 2 
Base. Width 20 
AT Win. (sets) 5 
Smooth 
Expected RT 
Area 254333 
Height 39421 
Start Time 1:11 
End Time 1:36 
lntegratton Width 0:25.2 
Retenbon Ttme 1:1e 
Integration Type A-60 

rntensity: 39509 cps 

BD8LL1018 StdH Fn, Dee 26, 2001 16’12 
Std H 

2:29 m  1 period 
IS. 
use as Internal Standard 

1: 2:29 MRM, 119 scans 
368.1->164.0 
Noise Thres. 10.0 
Ouant Thres. 1.5 
Min. Width 6 
Mult. Width 2 
Base. Width 17 
RT Win. (sets) 20 
Smooth 2 
Expected RT 059.2 
Area 56143 
Hetght 10041 
Start Time 052.9 
End Time 1.14 
Integration Width 0:21.4 
Retention Time 059.2 
fntegration Type A-BB 

mtenstty 10062 cps 

B-3 
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MacQuan, version 1.6 
Printed: Wed, Jan 2, 2002 O&31 
Calibration File, SDBLL Calibration Path: SnoopyDesktop Foider:AA PROJECTS:b&# 
Comments: No Comments 

CEDRA DCN 11-657-T 1 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 38 of 47 

BD8LL1038 QC VERY HIGH 1 Fri, Dee 28, 2001 19:06 
OC VERY HIGH 1 

2:29 in 1 period 
Omeprazole 
Internal Standard: I.S. 
Use Area 
Absolute Retention Time 
1: 229 MRM, 119 scans 
344.2->194.0 
Noise Thres. 3.0 
Quant Thres. 0.8 
Min. Width 9 
Mult. Width 
Base. Width ZO 
RT Win. (sets) 5 
Smooth 2 
Expected FIT 1:18 
Area 120578 
Height 18207 
Start Time 1:11 
End Time 1:36 
Integration Width 0:25 2 
Retention Time 1:18 
lntegratlon Type A-BB 

BDBLL1038 OC VERY HIGH 1 
OC VERY HtGH 1 

2:29 in 1 period 
I.S. 
use as lnlemal Standard 

1 2:29 MRM. 119 scans 
368 l->164 0 
Nose Thres 10 0 
Quant Thres 15 
Mln Width 
Mult Width 2” 
Base. Width 17 
RT Wfn. (sets) 20 
Smooth 2 
Expected RT 0:59.2 
Area 54288 
Height 9608 
Start Ttme 0:52.9 
End Time 1:14 
Integration Width 0:21.4 
Retention Time 0:5&O 
integration Type A-SB 

Intensity: 18236 cps 

Fri, Dee 28, 2001 19~06 

46 
mtenslty 9634 cps 
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MacQuan, version 1.6 
Printed: Wed, Jan 2, 2002 0631 
Calibration file: BD8LL Calibration Path. Snoopy:Desktop Folder:&4 PAOJECTS:bd6tt 
Comments: No Comments 

CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 32 of 47 

BD8LLY 032 
OC HIGH 1 

QC HIGH 1 Fri. Dee 28. 2001 19 50 

2.29 m  1 period 
Omeprazole 
Internal Standaro IS. 
Use Area 
Absolute Retention Trme 
1: 2:29 MRM, 119 scans 
344.2~~194.0 
Noise Thres. 3.0 
Quant Thres. 0.6 
Min. Width 9 
Mult. Wtdth 
Base. Wtdth i0 
RT Win. (semi) 5 
Smooth 2 
Expected FtT 1:1e 
Area 166585 
Height 26011 
Start Time 1:11 
End Time 1:36 
lntegratton Width 0:25.2 
Retention Time 1:16 
Integration Type A-ES 

intensity: 26058 cps 

BD8LL1032 QC HIGH 1 Frt. Dee 26. 2rXI 16% 
QCHIGH 1 

2:29 m  1 period 
IS. 
use as internal Standard 

1: 229 MRM, 119 scans 
366.1-z.164.0 
Noise Thres. 10.0 
Quant Thres. 1.5 
Min. Wtdth 6 
Mult. Width 2 
Base. Width 17 
RT Win. (sew) 20 
Smooth 2 
Expected RT 0:59.2 
Area 53006 
Height 9563 
Start Time 052.9 
End Time 1:14 
Integration Width 0:21.4 
Retention Time 0:59.2 
integration Type A-BB 

lntensrty 9579 cps 
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CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 26 of 47 MacQuan, version 1.6 
Printed: Wed, Jan 2. 2002 0831 
Calibration File: BDBLL Calibration Path: Snoopy:DesMop Folder:AA PROJECTSbd8fI: 
Comments: No Comments 

BD8LL1026 QC MED 1 
QCMEDl 

2:29 in 1 per& 
Omeprazofe 
Internal Standard: I.S. 
Use Area 
Absolute Retention Time 
1: 2:29 MRM, 119 scans 
344.2~194.0 
Noise Thres. 3.0 
Quant Thres. 0.8 
Mtn. Width 9 
Mult. Width 2 
Base. Width 20 
RT Win. (sew) 5 
Smooth 2 
Expected RT 1:18 
Area a5971 
Height 13093 
Start Time 1:li 
End Time 1:36 
Integration Width 0:25.2 
Retention Time 1:18 
Integration Type A-BB 

BD8LL1026 QC MED 1 
QCMEDl 

2:29 I” 1 period 
IS. 
use as Internal Standard 

1: 2:29 MRM, 119 scans 
368.1->164.0 
Noise Thres. 10.0 
Quant Thres. 1 5 
Min. Wrdth 6 
Molt. Wrdth 2 
Base. Width 17 
RT Win. (se%) 2 0 
Smooth 2 
Expected AT 059.2 
Area 56970 
Height 10186 
Start Time ozi3.0 
End lime 1:14 
Integration Width 0:21.4 
Relentron Time 0:5&o 
lntegratton Type A-00 

Fri, Dee 28. 2001 1834 

intenstty: 13122 cps 

Fri. Dee 28, 2r.w 18:34 

intensciy: 10210 cps 

B-6 
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MacOuan, version 1.6 
Printed: Wed, Jan 2, 2002 0831 
Calibration File: SD8LL Calibratton Path: SnoopyDesktop FotderAA PROJECTS:bdEtil: 
Comments: No Comments 

CEDRA DCN l l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 20 of 47 

BD8LL1020 
DcLOWl 

QC LOW 1 Fri, Dee 28. 2001 18:17 

2:29 in t period 
Omeprazote 
Internal Standard: IS. 
Use Area 
Absdute Retention Time 
1: 2:29 MRM, 119 scans 
344.2.>194.0 
Noise Thres. 3.0 
Quant Thres. 0.8 
Min. Width 9 
Mutt. Width 2 
Base. Width 20 
RT Win. (sets) 5 
Smooth 2 
Expected FIT I:18 
Area 1530 
Height 214 
Start Time 1.08 
End Time 133 
Integration Width 0:25.2 
Retention Ttme 1:18 
tntegraiion Type A-B0 

BD8LL1020 PC LOW 1 
DcLOWl 

2:2g in 1 period 
IS. 
use as Internal Standard 

1: 2:29 MRM. 119 scans 
368.1~>164.0 
Noise Thres. 10.0 
Quani Thres. 1.5 
Min. Width 6 
Mult. Width 2 
Base. Width 17 
RT Win. (sets) 20 
Smooth 2 
Expected RT 069.2 
Area 56680 
Height 10526 
Start Time 0:52.9 
End Time 1:14 
lntegratton Wtdth 0:21.4 
Retention Time 059 2 
lntegrabon Type A-BB 

1 
intensity: 300 cps 

Fn, Dee 28. 2001 18’17 

intensity: 10554 cps 

B-7 
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CEDRA IXN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

MacOuan, version 1.6 
Printed: Thu, Jan 3, 2002 O&45 
Cafiiratttn File: SDBAM Calibration Path: Apollo HDDesktop FotdecAA Projtxt&dbam: 
Comments: No Comments 

Page 3 of 53 

bdbamlgg3 Spec-l-(lS3-1J) Wed, Jan 2, 2002 22:01 
Spec-1-(783-l J) 

229 in 1 period 
OrnEpraYole 
Internal Standard: IS. 
Use Area 
Absolute Retention Time 
1: 229 MRM, 119 scans 
344.2->194.0 
Nob Thres. 2.5 
&ant Thres. 1.1 
Min. Width 
Mult. Width 9 
Base. Width 21 
RT Win. (se& 
Smooth x 
Expacted RT 1:18 
Area 0 
Height 0 
Start Time 0:oo.o 
End Time 0:oo.o 
lntegratttn Width 0:oo.o 
Ftetentton Time 0:oo.o 
Integration Typs 

intensity: 400 cps 

bdbam1003 Spec-1-(783-l J) Wad, Jan 2, 2052 22:01 
Spec-l-(783-1J) 

2:29 in 1 period 
Is. 
use as Internal Standarc 

1: 2:29 MRM, 119 scans 
388.1.>164.0 
Noise Thres. 2.1 
t&ant Thres. 1.5 
Min. Width 
Mult. Width 1 
Base. Width 
RT Win. (sects) :i 
Smooth 2 
Expecred AT 0:59.2 
Area 0 
Height 0 
Start Time 0:oo.o 
End Time 0:oo.o 
Integration Width 090.0 
Retention Time 0:oo.o 
Integration Type 

intensity: 400 cps 

B-8 
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CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

MacQuan, vet3fon 1.6 
Printed: Thu, Jan 3, 2002 06~45 
Calibration File: BfXMM Cafffration Path: Apollo HDDssktop FoldenAA Projeds:bdbam: 
Comments: No Comments 

Page 5 of 53 

bdbamlOO5 
Specs3~(783-51 M) 

Spec~3~(753-51M) 

2:29 in 1 period 
Omeprazcle 
Internal Standard: IS. 
use Area 
Absolute Retention Time 
1: 229 MRM, 119 scan.9 
344.2.>lQ4.0 
NoiseThres. 2.5 
Quant Thres. 1.1 
Min. width 
Mult. Width : 
Base. width 21 
RT Wtn. (seas) 
smooth : 
Expected RT 1:1a 
Area 0 
Height 0 
Start Time 0:oo.o 
End Tane 0:oQ.o 
integration Width 0:oo.o 
Retentfon Time 0:oo.o 
lntegmtion Type 

bdbamlg05 Spec~3~(753-51 Y) 
Spec-3,(793-51 M) 

229 in 1 period 
IS. 
use as internal Standard 

1: 229 MRM, 119 scans 
366.1.>164.0 
Noise Thres. 
&ant Thres. 
Min. Wkfth 
hhn. Width 
Base. width 
RT Win. (seas) 
Smooth 
w&m 
Area 0 
Height 0 
Start Tfme 
End Time 
Integration Width 
Retention Time 
integration Type 

2.1 
1.5 
4 
2 

:: 
2 
059.2 

0:oo.o 
0:oo.o 
0:oo.o 
a:oo.o 

Wed, Jan 2.2002 22% 

intensity: 400 cps 

Wed, Jan 2.2002 22:08 

intensity: 400 cps 

B-10 
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CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

MacQuan, version 1.6 
Printed: Thu, Jan 3, 2002 06:45 
Calibration File: SDSAM Calibratkm Path: Apollo tiD:Desktop FoMwAA Pmjects:bdbam: 
Comments: No Comments 

Page 6 of 53 

bdbamlOW Spec-1)~(733.67E) 
Spec4~(763-6X) 

Wed, Jan 2, 2002 2209 

2:29 in 1 period 
Orneprazole 
hlternal stmdard: IS. 
Use Area 
Absolute Retention l%e 
1: 229 MRM,  119 scans 
344.2->194.0 
Nolea Thres. 2.5 

FiEYiz? 
l.t 

Muli. Width 
6 
2 

sase.width 21 
RT Win. (wcs) 5 
Smooth 
Erpected RT 
Area 0 
Height 0 
Start T ime 
End l ime 
lntegratiin Width 
Retention Gne 
Integration Type 

o:oa.o 
0:w.o 
0:oo.o 
0:w.o 

intensity: 400 cps 

bdbamlOO6 Spec-4s(783.37E) Wed, Jan 2. 2002 2209 
spec-4-(763-6X) 

229 in 1 period 
IS. 
use as Internal Standard 

1: 2:29 MRM,  119 scans 
368.1-2164.0 
Noise Thres. 2.1 
c&ant Thres. I .5 
Min. Width 
Mult. width i 
seaa width 16 
RT Wh. (WCS) 20 
Smooth 2 
Expected RT 0:59.2 
Area 0 
Height 0 
Start rune 0:oo.o 
End Tit 0:OO.O 
Integration Width o:w.o 
Retentbn Ike 0:oo.o 
Integration Type 

intensity: 400 cps 

R-l 1 
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CEDRA DCN l l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL,-0367 

MacOwl, VetsIon 1.6 
Printed: Thu, Jan 3. 2002 06:45 
Calibration File: BDBAM Caiiiation Path: Apollo HD:Deddqp FoUwAA P@ecte:bdb%m 
comments: No -ts 

Page 7 of 53 

bdbam1007 Spec~5~(783-67Q) we6,*22ocl222z12 
Spec-5~(78347G) 

229 in 1 period 
onleprazole 
Internal Standard: IS. 
Use Area 
Absolute Retention Time 
1: 2:29 MRM. 119 scene 
344.2.,194.O 
Noise Three. 2.5 
Ouent Three. 1.1 
Min. Width 6 
Mult. Width 2 
Base. width 21 
FIT Win. (se@ 5 
Smooth 2 
w=+dRT 1:18 
Area 120 
Height 23 
Start Time 
End Time 
Integration Width 
Retention Time 
integration Type 

1:13 
1:23 
0:lO.l 
I:19 

A-BE 
I’ 41 6: 81 101 
0 i!! c? 32 ? I? I 42 2:07 

bdbam1007 Specs5~(763.670) waa..4m22aa22t2 
Specs5~(783-67G) 

2:29 in 1 period 
IS. 
use 85 Internal Standard 

1: 2:29 MRM, 119 scans 
368.1-2164.0 
Nobe Thres. 2.1 
Ouant Thres. 1.5 
Min. width 4 
Mult. Width 2 
Base. With 18 
RT Win. (sets) 20 
Smooth 
Expected R-r kg.2 
Area 54 
Height 14 
Start Time 0:55.4 
End Time 1:02 
Integration Width oa6.3 
Retention Time 0:59.2 
Integration Type A-BB 

intensity: 400 cps 

intensity: 400 cps 

21 41 61 81 101 scan 
026 052 1 l? V42 2 07 Tl,mIZ 
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CEDRA DCN 11-657-T 1 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 6 of 53 ~acQuan, version 1.6 
Printed: Thu. Jan 3, 2002 06:45 
Calibration File: BDBAM Calibration Path: Apollo HD:Desktop FolderAA Projectxbdbam: 
Comments: No Comments 

bdbamWO6 Spec-6~(763.67D) 
Spec-6~(763-67D) 

2~29 in 1 period 
OllWpretole 
internal Standard: I.S. 
USeArea 
Absolute Retention Time 
1: 229 MRM, 119 scsns 
344.2~194.0 

NOiseThres~ :*: c&ant Thres. . 
Min. Width 
Mutt. Width f 
Base. width 21 
AT Win. (sacs) 
Smooth i 
Eqxscted FIT I:16 
Area 0 
Height 0 Height 0 
Start Time Start Time 0:oo.o 0:oo.o 
End Tii End Tii 0:oo.o 0:oo.o 
Integration Width Integration Width 0:oo.o 0:oo.o 
Retention Time Retention Time 0:oo.o 0:oo.o 
Integration Type Integration Type 

bdbrm1008 Spec-6~(783.67D) 
Spec-6-(763-67D) 

229 in 1 period 
IS. 
use as Internal Standard 

1: 2.29 MAM. 119 scans 
366.1-,164.O 
Noise Thres. 2.1 
Quant Thres. 1 5 
Min. Wldlh 4 
Mtilt. Wfdth 2 
Base. Width 16 
AT Win. (sew) 20 
smooth 
Expected R-f’ 243.2 
Area 0 
Height 0 
Start Time 0:oo.o 
End Time 0:oo.o 
Integration Width 0:oo.o 
Retention Time 0:oo.o 
Integration Type 

Wed, Jan 2. 2002 22:15 

intensity: 400 cps 

21 
026 

41 
0.52 

61 
I,17 

61 
1.42 

101 
207 

Scan 
Ttme 

Wed, Jan 2, 2002 22:15 

intensity: 400 cps 

B-13 
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MacQuan, vewon 1.6 
Printed: Wed, Jan 2, 2002 0831 
Calibration File BD8LL Caltbratlon Path Snoopy:Desklop FolderAA PROJECTS:bd8lI: 
Comments: No Comments 

CEDRA DCN l l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

Page 4 01 47 

BD8LL1004 
Blank IS 

Blank IS Fri. Dee 28. 2001 17’33 

2:29 m  1 period 
Omeprazole 
Internal Standard: IS. 
Use Area 
Absolute Retention Time 
1: 229 MRM, 119 scans 
344.2->I94 0 
Noise Thres. 3.0 
Quani Thres. 0.8 
Min. Width 9 
Mult Width 2 
Base. Width 20 
RT Win. (sets) 5 
Smooth 2 
Expected RT 1:18 
Area 0 
Height 0 Height 0 
Start Time Start Time 0:oo 0 0:oo 0 
End Time End Time 0:oo 0 0:oo 0 
Integration Width Integration Width 0:oo.o 0:oo.o 
Retention Ttme Retention Ttme 0:oo.o 0:oo.o 
Integration Type Integration Type 

BD8LL1004 
Blank IS 

Bbnk IS Frr. Dee 28. 2001 1733 

2:29 in 1 period 
LS. 
use as Internal Standard 

I: 229 MAM, 119scaos 
368.1->164.0 
Noise Thres. 10.0 
Quant Thres 1.5 
Mtn. Width 6 
Mult. Width 2 
Base. Width 17 
FIT Wtn. (sets) 2 0 
Smooth 2 
Expected RT 0:59.2 
Area 58141 
Height 10871 
Start Time 052.9 
End Ttme 1’14 
lntegratlon Width 0:21.4 
Retention Time 039.2 
Integration Type A-68 

intensity: 300 cps 

intensity 10889 cps 

B-14 
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CEDRA DCN 1 l-657-T1 

Mylan Pharmaceuticals Inc. PRIL-0367 

IPCN: 1 l-350-V2 

Example Standard Curve Hot 
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Printed’ Wed. Jan 2, 2002 08:31 
Cahbrahon Rle. IXBLL Calibration Path: Snoopy:DesMop FofdecM PROJECTS.bd8II: 
Commenls: No Commsnts 

Page 1 Of 1 

Omeprazole 344%>194.0 Internal Standard: IS. 
Weighted (t/x*x) 

Intercept = 0.000796 
Slope 5 0.009192 
Correlation Coeff. = 0 998609 



Appendix 

CEDRA DCN 1 l-657-Tl 

Mylan Pharmaceuticals Inc. PRIL-0367 

DCN: 1 l-350-V2 
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